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Hiccups often occur in patients receiving cisplatin (CDDP)-based chemotherapy. In the present study, we investigated the
incidence of hiccups in 162 patients who received CDDP as well as risk factors for developing hiccups.
Hiccups occurred in 40 (25％) of the 162 patients, and 93％ were men. Twenty-six of the patients had hiccups within 48
hr of CDDP, and in 31 of them the hiccups continued for between 1 and 4 days. Twenty-eight of the patients received medi-
cation (shitei-decoction, chlorpromazine, metoclopramide, etc.) to relieve hiccups, which was effective in 30％ of them.
Hiccups developed in patients with osteochondro sarcoma (56％), lung cancer (49％), pancreatic cancer (40％) and esopha-
gus cancer (23％) receiving the following 4 chemotherapy regimens : CDDP＋ADM＋CAF (56％), CDDP＋DTX (50％),
CDDP＋5 FU (40％), and CDDP＋TS 1 (20％) respectively.
The CDDP dosage (mg／m2) was higher in patients who had hiccups than in those who had none (80±22 vs 45±33, p＜
0.0001) and there was a positive correlation was between CDDP dosage and incidence of hiccups (p＜0.001), though all
patients developing them received corticosteroids and 5 HT3 antagonists.
Multiple logistic regression analysis showed that there were significant differences for the male sex (odds ratio (OR)＝8,
95％ CI＝1.5―45.6), CDDP dose (1.03, 1.01―1.06), dexamethasone（≧16 mg) (19.4,3.9―95.2) and granisetron (6 mg) (20.9,
3―143). We therefore concluded that the independent risk factors influencing the development of hiccups were the male sex
and a high dose of CDDP in combination with dexamethasone（≧16 mg), and granisetron (6 mg).
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逆をNational Cancer Institute Common Terminology Crite-



































患者 122 例(吃逆非発現群)と比較した(Table 1)．性別の
比較では，男性のほうがより多く吃逆を発現していた






吃逆を発現した 40 例中 36 例が CDDP投与後 2日以
内に吃逆を起こしていた(Table 2)．吃逆の持続期間は 1









Table 1．Correlation between onset of hiccups pa-
tient characteristics
※1：Fischer’s test, ※2：t-test
Table 2．Onset and duration of hiccups and NCI
CTCAE












4. ステロイド，5 HT3 受容体拮抗薬併用による吃逆発
現への影響
ステロイドは 162 例中 134 例に併用されており，その
うち 40 例(30％)が吃逆を発現していた(Table 5)．吃逆の
発現はデキサメタゾン 31 例(28％)，デキサメタゾン，
メチルプレドニゾロン 9例(50％)であった．デキサメタ
ゾンを投与された 108 例のうち，16 mg 以上投与された
患者では 37 例中 23 例(62％)に吃逆が発現していたのに
対し，16 mg より少ない投与量では 89 例人中 17 例(19
％)に発現していた．吃逆が発現した 40 例では全例ステ
ロイドを併用していた．
5 HT3 受容体拮抗薬は 162 例中 152 例に併用されてお
Table 3．Classification of cancer and occurrence of hiccups
Others : follicular lymphoma, bladder concer, testicular cancer CI : Confidence interval
Table 4．Chemotherapy and occurrence of hiccups
Other regimens (non occurrence of hiccpus)
CDDP＋EPI＋PAC，CDDP＋VP 16＋EPI，CDDP＋5 FU＋GEM
CDDP＋ADM＋VDS＋MTX，CDDP＋DTIC＋ACNU＋TAM，CDDP＋VP 16＋AraC＋Rituximab
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り，そのうち 40 例(29％)に吃逆が発現していた．吃逆
の発現はグラニセトロン 31 例(31％)，ラモセトロン 3
例(9％)，アザセトロン 5例(50％)，オンダンセトロン 1
例(13％)であった．グラニセトロンを投与された 100 例
のうち，3 mg 1 回投与された群では 84 例中 16 例(20％)
に吃逆が発現したのに対し，3 mg を 2 回投与された群
では 18 例中 15 例(83％)に発現していた．吃逆が発現し
た 40 例では全例 5 HT3 受容体拮抗薬が併用されてい
た．














Table 5．Influence of hiccups by Combination with Corticosteroid and 5―HT3 antagonist
Stero：corticosteroid, 5 HT : 5 HT3 antagonist
Fig．1．Incidence of hiccups by CDDP dose
Fig．2．Correlation between hiccups and CDDP dose
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体拮抗薬併用を多変量解析した結果，性別(男性)，
CDDP 投与量，デキサメタゾン 16 mg 以上併用，グラニ

























































Fig．3．Risk Factor of hiccups,
adjusted odds ratio by multiple logistic regression
※AOR : adjusted odds ratio，CI : Confidence interval





















































































いては，男性，CDDP投与量，デキサメタゾン 16 mg 以








引 用 文 献
1) K. Shibata, K. Kasahara, M. Fujimura, Hiccps observed dur-
ing Chemotherapy for lung cancer, Jpn. J. Lung Cancer,
40, 33―37 (2000).
2) K. Teramoto, M. Kuwabara, Y. Matsubara, Hiccups induced
医療薬学 Jpn. J. Pharm. Health Care Sci.94
by systemic chemo- therapy for lung cancer, Jpn. J. Lung
Cancer, 41，191―194 (2001).
3) C.C. Liaw, C.H. Wang, H.K. Chang, H.M. Wang, J.S.
Hung, Y.C. Lin, J.S. Chen, Cisplatin-Related Hiccups：
Male Predominance, Induction by Dexamethasone, and Pro-
tection Against Nausea and Vomiting, J. Pain. Symptom.
Manage., 30, 359―366 (2005).
4) C.C. Liaw, C.H. Wang, H.K. Chang, C.T. Liau, K.Y. Yeh,
J.S. Hung, Y.C. Lin, Gender discrepancy observed between
chemotherapy-induced emesis and hiccups, Support Care
Cancer, 9，435―441 (2001).
5) J.H. Lewis, Hiccups : Causes and Cure, J. Clin. Gastroen-
terol ., 7，539―552 (1985).
6) F. Eguchi, T. Taguchi, H. Furue, M. Ikeda, S. Tsukakoshi,
Examination on efficacy and safety of concurrent use of on-
dansetron hydrochloride and steroid in gynecological cancer
patients on cisplatin, Gan To Kagaku Ryoho , 10，1423―1429
(2001).
7) N. Horichi, T. Taguchi, H. Furue, M. Ikeda, S. Tsukakoshi,
Examination on efficacy and safety of concurrent use of on-
dansetron hydrochloride and steroid in lung cancer patients
on cisplatin, Gan To Kagaku Ryoho , 7，953―960 (2001).
8) N. Voravud, H. Suwanrusmee, Phase II trial of tropisetron
and dexamethasone in the prevention of cisplatin-induced
emesis, J. Med. Assoc. Thai., 83，668―675 (2000).
9) I. Sekine, Y. Nishiwaki, R. Kakinuma, K. Kubota, F. Hojo,
T. Matsumoto, H. Ohmatsu, M. Yokozaki, T. Kodama, A
randomized cross-over trial of granisetron and dexametha-
sone versus granisetron alone : the role of dexamethasone on
day 1 in the control of cisplatin-induced delayed emesis,
Jpn. J. Clin. Oncol ., 26，164―168 (1996).
10) M.J. Ahn, J.S. Lee, K.H. Lee, C. Suh, S.S. Choi, S.H. Kim,
A randomized double- blind trial of ondansetron alone ver-
sus in combination with dexamethasone versus in combina-
tion with dexamethasone and lorazepam in the prevention of
emesis due to cisplatin- based chemotherapy, Am. J. Clin.
Oncol ., 17，150―156 (1994).
11) L. Baltzer, M.G. Kris, L.B. Tyson, J.R. Rigas, K.M. Pisters,
The addition of ondansetron to the combination of metoclo-
pramide,dexamethasone,and lorazepam did not improve
vomiting prevention in patients receiving high-dose cis-
platin, Cancer, 73，720―723 (1994)
12) T. Hashimura, K. Okumura, T. Akao, T. Nakagawa, Combi-
nation chemotherapy of methotrexate, etoposide, adriamycin
and cisplatin (M-EAP) for advanced urothelial cancer,
Hinyokika Kiyo , 37，685―688 (1991).
13) H. Saito, H. Amano, Y. Yasuda, H. Tsunekawa, K. Fuji-
moto, S. Yoshii, K. Shimokata, ntiemetic combination of
metoclopramide and methylprednisolone for cisplatin-
induced vomiting, Gan To Kagaku Ryoho , 12，1980―1982
(1985).
14) D.J. Stewart, L.G. Feun, M. Maor, M. Leavens, M.A. Bur-
gess, R.S. Benjamin, G.P. Bodey, Weekly Cisplatin during
cranial irradiation for malignant melanoma metastatic to
brain, J. Neurooncol ., 1，49―51 (1983).
15) Y. Takiguchi, R. Watanabe, K. Nagao, T. Kuriyama, Hic-
cups as an adverse reaction to cancer chemotherapy, J. Natl.
Cancer. Inst., 94，1175―1176 (2002).
16) R.J. Cersosimo, M.T. Brophy, Hiccups with high dose dex-
amethasone administration : a case report, Cancer, 82，412―
414 (1998).
17) D.F. Thompson, J.P. Landry, Drug-induced hiccups, Ann.
Pharmacother ., 31，1264―1265 (1997).
18) J. Ross, M. Eledrisi, P. Casner, Persistent hiccups induced
by dexamethasone, West. J. Med ., 170，51―52 (1999).
19) E.R. De Kloet, E. Vreugdenhil, M.S. Oitzl, M. Joels, Brain
corticosteroid receptor balance in health and disease Endocr.
Rev., 19，269―301 (1998).
20) A.H. Miller, R.L. Spencer, M. Pulera, S. Kang, B.S.
McEwen, M.Stein, Adrenal steroid receptor activation in rat
brain and pituitary following dexamethasone : implications
for the dexamethasone suppression test, Biol. Psychiatry.,
32，850―869 (1992).
21) S.M. Grunberg, P.J. Hesketh, Control of chemotherapy-
induced emesis, N. Engl. J. Med ., 24，1790―1796 (1993).
22) K. Hosomi, Y. Kubo, A. Okuno, Y. Umetani, M. Hashi-
moto, T. Araya, H. Komori, M. Hirai, K. Matsuyama, Clini-
cal Efficacy of Shitei-decoction for Hiccups. J. Pharm.
Health Care Sci ., 31，228―232 (2005).
Vol. 35，No. 2(2009) 95
